To the Editor: Anti-N-methyl-D-aspartate receptor (NMDAR) encephalitis is a potentially lethal autoimmune disease characterized by prominent psychiatric symptoms and seizures. It usually occurs in young female patients with ovarian teratomas. [1] Here, we describe a severe case of anti-NMDAR encephalitis. The patient was originally misdiagnosed as psychosis and did not improve within the first 4 weeks of first-line immunotherapy. Although she did not continue to receive second-line immunotherapy, the patient still recovered well and had no recurrence or tumor observed during 3 years of follow-up.
A 17-year-old female patient was transferred from a mental health center to our hospital with psychiatric symptoms, behavioral changes, and seizures. Eleven days earlier, paranoia and behavioral changes of the patient obviously developed, followed by confusion, low-grade fever, and generalized seizures. She had no history of epilepsy or psychosis. On physical examination, the patient remained nonverbal and unresponsive to external stimulus. She demonstrated bilateral Babinski signs and no meningeal signs. Blood tests showed erythrocyte sedimentation rate 58 mm/h. Chest computed tomography suggested mild lung infection. Abdominal and pelvic color ultrasound and cranial magnetic resonance imaging were normal. Cerebrospinal fluid (CSF) analysis showed 15 nucleated cells/mL, protein of 0.40 g/L, glucose of 3.81 mmol/L, and chloride of 117.5 mmol/L. A 2-h video electroencephalogram showed nonspecific generalized slow activity without epileptic discharges.
The patient was initially suspected as viral encephalitis and received intravenous (IV) acyclovir and antiepileptic drugs. She manifested oro-lingual-facial dyskinesias and hypersalivation within 1 week of admission. The latter symptom was similar to "bubbles of a crab" covering her nose and mouth. NMDAR antibodies were detected in CSF and serum 4 days after admission. We treated the patient twice with IV immunoglobulin (IVIG) 0.4 g/kg per day for 5 days at a 2-week interval and IV methylprednisolone 500 mg per day for 5 days. The seizures were under control, but the psychiatric symptoms were not improved. She had a modified Rankin Scale (mRS) score of 5 at 4 weeks after treatment. Then the patient was transferred to the rehabilitation hospital. The mRS score was 2 after 6 months. So far, the patient has been followed up for 3 years with no recurrence or tumor observed.
Our patient was misdiagnosed as a psychiatric disorder at the onset of the disease. Around 80% of patients with anti-NMDAR encephalitis present initially with psychiatric symptoms. [2] Therefore, it is necessary to consider anti-NMDAR encephalitis in the differential diagnosis of patients with acute onset psychiatric symptoms. [2] Orolingual-facial dyskinesias and hypersalivation were impressive in this case. The former may be easily misdiagnosed as seizures and is often a clue to the diagnosis of anti-NMDAR encephalitis. [3] In particular, the latter symptom with "bubbles of a crab" covering her nose and mouth was rarely reported before. [4] Around 60% of patients with anti-NMDAR encephalitis are detected with tumors. [3] In this case, the tumor was not found during a 3-year followup period. However, she should continue to be followed up as ovarian teratoma may occur in patients with anti-NMDAR encephalitis through the years. [5] The patients who fail first-line immunotherapy (steroids, IVIG, plasmapheresis) within the first 4 weeks continue to have a poor prognosis and second-line immunotherapy (rituximab, cyclophosphamide) can improve the outcome of those patients. [1] Considering the potential side effects, the second-line immunotherapy was not subsequently performed in this case.
In summary, the probable anti-NMDAR encephalitis should be seriously considered when the patients originally present acute psychiatric symptoms. Although some patients with anti-NMDAR encephalitis who initially fail first-line immunotherapy are not further treated with second-line immunotherapy, they may still recover well.
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